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Combined admnistration of antibiotics wth other drugs

was competely 4-istified in many diseases. In particular, in

case of anthirax, tuberculos is, mixed infect ions and infections,

caused by drug-resistant microbes.

The advantagesof the combined therapy consist of the

synergism, iwdered toxicity, prevention of the appearance of

drug-resistact forms of mic roorganiams and, finally, of possible

"C successful treatment of gavely ill patienta without preliminary

bacteriological diagnosis.

The purpose of the present work wa- the study of possible

use of antibiotics in comination with sulfodimesine (spelling?)

in/ the treataent of moperimental mlioidosia Infection.

As therapeutical agents w used in the experimenta the

P following antibiotics: monomycin (footcotet monomycin. is a new

domestic antib.lotic,, obtained at. the laboratory of Prof,.G.V.

L I, Gauze at the Intitute for the Study of 11ev Antibiotics, Academy

of Medical Sciences, USSR).
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tetracyclin (footnores in this aVperiment we used series

of tetracyclin, especially prepared for intramusular in-

jections)l axytetracyclin, chlortatraeyelia, bicyllin, strep-

tomycin, mycerin (spelling?) and ilevowycetin (spelling?).

Of the sulfamide substances, sulfodimesin was teoted.

Experiments were carried out on Ihite nice weighint

18-20 Gm. The animals were infected by m of subcutaneous

injection of 0.5 ml suspension of one-day a culture of the

blurred margins in B. strain of JooRases Dseu(oisUlei (4). The Infecting dose
phttostat was 5 mmn. oi' microbe cells (1 el).

Therapy vws started after 14-15 hours since Infection,(phas, )

i.e. during the stAge of generalization of the infection. The

substances being ts\.3d were dissolved in the physiological

looks like2 solution and administered twice a day (?blur) in the amount

of 0.2 al. Insoluble substanes (chlortetresyelin, levonyetin

and sulfodimsin) were given to the animals per oe. The course

of treatmat lasted 10 ds. Obervatioag of the animals were

continued for 3 weeks.

The criterion of effectivity of the therapy wast survival

of vba animals, average longevity of those uiho did (of the

dead animals), as vel as the data of bacteriological examina-

tions.

Prelimarily, toxiity of all drugs was ecked uipoe

and on the saw animals tolerated doae if each sbstance was

established. As a result of this eheok-up it was found that

the tolerated daily dose for on-u in was 2.5 ag.# and for
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tetraoYclia OxYtetraeolin, eblortetracyolin, streptomycin,

mycerin, bicyllin - 2 ng (brred text, looks like 2), for

3avoetiat 4 mg. ad for sulfodiesin, 6 mg.

Results C experimente ars represented in Table 1.

Am one can see frem the Table 1, in spite of somewhat

ailder conditions of amperiment, foaoytIn, streptomycin, mycerin

and bicyllin proved to be poorly effective in the treatment of

melioidoula. I the groups of nice which received the mentioned

antibiotics, there was ebeeiv death of animals in 7N to 90%

tMwitr of cases. At the sam tif, longevity of the treated deed
bmble

beyond our control sloe wa sowmewat greater, then that of the controla wich did

not receive treatamt.

In the gmups of aice of this e"rimnt, the therapy

of whih wa carried out with bhlortetracyclin, levoiycetin,

sulfoimsin, there mu observed survival of 75% to 90% animals

with average longevity of the dead maimlc from 13.4 - to 16 day,

whereas the control niee lived on the average 8 days.
Ta~ble 1

TherenmiIaL Ufft of AntLMAoics A A-l"MdnJ in ftxer&LAsjl HmIII1Atol
"Ines umberAverage

Drag "'ethod of done of sloe Dead Sftrived longovity
administration in mg. in eper. of dead

i;n .... -t.ralumu ular gh_ in d M

Tetiacyulin
Oxytetracyolin

StropteeyoIf
Myse ysun feoa

Morteracylin erorl M~aree not retyped, soe. p. 1014
Levenreetia
Dufodimesin
ontrol

Amg the animal treated with tetrae lin and oxytetrea-

eylin, survival wae fre
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cyolin, survival was from 45 to 555', with average longevity

of the dead animas being frea 11.7 to 15.7 days.

In this manner, of the 9 tested uubotanues, the met

effective drugs in aelioidosin were lev yotim, wulfodimexif

and chlortetracyclin. The therapeutical effect of these sub-

stances was refleoted not rioze in the high percentage of sur-

vival of the animals, but in considerable postponement of the

time of death of the treated mice.

Tetracyclin and oxytetraeylin, ha5 therapeutic effect

but it was much reaker than that of leeomceti-u, sulfodimssin

and ohlortetracyclin. Nevertheless, these ritibiotics may be

reondeld, especially in such cases, when we ai dealing with

antibioti-reosistant forms of pathogenic aget, requiring com-

blned effect of several antibiotics. As for other antibiotics

(monomycin, bicyllin, streptomyein, mycerin), these, in contrast

to other drugs, possessed equally low therapeutical effect,

although among the animals treated there van observed prolonged

survival as compared to the controls.

Bacteriological exuzination of material from -tlal ,

dead during the eourse of treasmat, showed miloidose microbes

more or le= regularly eliminated from the site of infection,

lymph nodes and internal organs; in this respect, no difference

was noted n separate grrmps of animals, receiving one or other

drug.

The second part of ou research *dles was dedicated

to investigating the poesibility of using antibiotics in
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cotbitatLon with udfaidtmesiz in the trea nt of experimental

melioido is infection.

These sxperiments were done on whito mice infected with

the same dose as used in the first "rie of emperiments I/0

(5 sln. of aicr be cells).

ConsIdering the fact that chmotherapy of elioidosis

produces sufficiently marked effect only under conditions of

treatment with large doses, thich maintain sufficiently high

level of concentration of the drug in the organs and the blood,

we were forced t- confine to the same doss which were used

in testing each substance separately.

Of the substances totef, sulfodimesin, chlortstracyclin

aa levomycetin were used perorallyl mowaqin, tratacyclin

oxytwtracyolin, bicyllin, streptomycin and Worin were us"d

intramncularly with simultaneous administration of sulfodinesin

perorally.

As one can see from Table 2, oombination of sulfodimesin

with monomycetin, tetraylein, bieyllin, streptempin, myerain

and levomyestin, in the oodtitis of our experimnt, proved

to be ineffectiveq, sim the survival of animalms, treated with

aulfodimsin alone, i much higber (85%) than ithn treated

with the combined method. Moreover, the combined therapy with

antibiotics and sulfodimsin gives a better therspeutical effect

than the therapy with the antibiotics aloe.

Whereas the use of chlorVttracyolin, under similar ex-

perimental eoditions, in combination with eulfodimein,
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gave secelent tLerapeutical effet,. reflected not a&I=e

in highx percentage of surviv. of animale (90,Z),. but In
of

marked prolongation of life in cane 95 dead mice which had

beon treated, as compared to the cent role (more than twice).

Table 2

P~sulilat-rftau"t Of SxErMIGM51 50eliialfu "it antlklot ic j~ &a

cgpb&jMo y~t julfodlisi

Average
Drur Number of mice Dead Survived life span

in experiment of dead hi~ce

Monoimycin p sulfodimea
Tetracylcin / .ulf'oimosin
(xytotracylein sulfrcdileain
Bicyllin / aulfodimasin
Streptomycin / sulfpdiueaim table not retyped, ae p. 1015
4cterin / sulfbdinealn
Chiortetracylin / eulfodimazin
Levomcetln-/ sufodimazia
Control

1. Of tb,. nine (9) tested durgea, the greateat therapeutical

effect In the treatment of inelioidosis ws obtained with levo-

myetisx, malfodimzin and *Mre chlortstracrylains 75% to W0% of

white mice, troatowto with thoe. substancesp, emin alive.

2. Tetracyolin and axytetracyol in, eve thou&h they do

have so therspeutial effect, have much weaker offet than

lvcuyoetina, inulfodimesin adl hlortetracyclin.

3. Moomycin,, bicyllin, streptomycin and qreerin, under

eam experimental conditions, have weak therapeutical effect

and in practice their use should be canmidered unsuitable.

(continued)
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IM P6imein therapy, oombined with monoaycstin, tetra-

oyeln. oxytetracyloin, bicyllin, streptomyein, mycerin and

levnmycetin, in treataent of animals, ifWeeted with mslioldosis,

under the conditions of ouri eperiments, should be conA ared

a& irrational.

5. The combined aduinistratiom of sulfodimsesin with

chlortetracyclin guarrantte~s a high percentage or survival

of animals 1090Y (1) and Q considerable *aereaw prolongation

of the average life span of tbh ded mice.
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For wr. Joseph

Mr. Joseaph: please note, som of thes new drugs are. not listed
in dictionaries, and I do not know how to figure out their
epelligj; the Russlans uwe phonetic tritseriptios of *Aat they
imagine the %nglish should be. -tub

Traslated by Tatiana BoldMyrff
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